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2 7 m§E# 2000-3080863 



1 1—252334. 



fg, Hil. 3tf**£) , 5£-0 (SO m ) R [^'»fJ, mttl ££&2 &jg*U 

co) r' <^;tf. r' st**^, mm^nx^x^^^mitT^m^t^tm 
mzftx^^x^^^mm^zm-t) xmznz&tez&mirfbft. r' 

*i* rg^$tiTVAT%J;V^^Sj tbttt, R 2 v R 3 , R 4 . R 5 , R 6 ;J3J:tfR 7 
±m^. R^^StiS rg^x;v^^-;i/«j iiLttt, sS- (so 2 ) R" 

%<fcv^3?t3t«j ilLTtt, R 2 , R 3 R 4 . R 5 , R 6 35<fctfR 7 T**t£;ft€> rg#|$;ft 
[0 0 15] 

M^-li^, U>^> mm. ^;i/7 7$>Hf0H 

3fHk h'J77i/tnm is^, *:n>lfc 77-;i/i v vw 
^#tf6ix&. m*nz>it&®i)mx*&&m&izi%&Kft^xmMi&m 

2 8 M20 0 0-30 8 0 8 63 



#5p i 1 — 2 5 2 3 



# 



W &mr. ^ V V 2*m.te¥<DTJ\>jj U ; ;i/ V-izi&r*r#* 

[0 0 1 6] 
Ut4 5] 




[fb4 6] 




2 9 



ffiffiE# 2000-3080863 



1 1 — 252334 



[ft 4 7] 




&m^izmmnmMmi T?is*i-5ft^»*fctt*©fi&585S-r«. 

[0017] 

JblH (1) S2«tf>&JS&, &»(Z>##TM?e>©;W;£ L<. frj&v<&«Lii:L 
Tte, «*li£M**ft'&* («U *IftthU^^, *l*ft:fcy?A, &£ftf) 

c j^t;!/^;!/ £ r u it &ft#*££- £ % ofti^fc if) 

, T;i/3^— (M, NaOMe, NaOEt, t-BuONa, t-BuOK, & if ©C^T^^ — 

;i/OD^*cD^^T;i/*u^«-e«^Lfeft-a-#^if) y^M©*®E 

ft4fc (M> NaOH. KOH, fcif) , (« ? - th'J9A*; AUtfAift 

, ^^^Am^if^T^^'J^M^^fett^^^^A^ v***S/?A£&iftf> 

y>, N-^/i/tfoy s?>, N-^f 1 ;^^;!//^'; . l , 5 -^rif tfs/^ n 
[4.3.0] y>-5-x>, i ,4 -s?rif^2/^n [2.2.2] 

1 [5.4.0] - 7 if) £*t£ 

r;i/^7 y fete*;^? as, v^* a&& ^<dtjv^j y ±3S4fe»*fe 
±sb (1) I2^^z)H^s^cfev^TMv^e>tl^^©*^i, ^o.i~ioo^4, 

b<».5~5Sit'^S. 

3 0 miiE^F2 0 0 0 - 3 0 8 0 8 6 3 



iff 1 1 — 2 5 2 3 i 

[ft 4 8] 

( 7 1 

UtA 9] 




#ga#ttitflBi:l^S^] •e^sti-s^^^fcii^©^^ ^o.i~ioo 
' an^A, ft£) , HgjtelfcjJHt** («, n-^&y. ft if) , 

it (#l> ><>if>, >;i/ii>. ftif) , X.-^/l/SI (M> Th7tFD77> ( 
0 THF)\ ^IfW-f^v >f y^DtT^X--^;!/ (IPE) ft if) , S&^jK (M 

, 7th-h';;K ^f»A75 K (dmf). ^^^;i/^;p^^^> K ( 
dmsok ' -*?*¥jutiz* $ K (dmac) ft if) , ynh>14^ (09, 

^x*y-/l/fti?<Z>y;PD-;i/3gftif) ftif*i«fflv^6ti/jRlSttai[©«^*«E 
£JBV*T%J:V^ ft^T**K (#£L<1£. ^TjcDMSO. ^TfcDMACftif 

) ft£##*L<JlV*&-ftS. 

&K).5~ioob#is, #£L< Ji^l~50B£l^ , 'e&£o 
[0 0 18] 

_hfB (5 ) iB^GDSJCSHu MxtTOTlc^-TXS-e^f^tiSo 

3 1 ffi|iE# 2000-3080863 
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3£ 

Ut 5 0 ] 




ra*. #ih-^ itmm t mMmi -em $■ * a & i & it %<bm. t. $ «&, 

lit 5 2 ] 




±ib (5) fB«©MiStt, m*.*£±m ( i ) t mmtefcm&ft-vfi 

[0 0 19] 
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Hfc5 3] 




Ht5 4] 




[ft5 5] 
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[0 0 2 0] 
[0 0 2 1] 

mm ( i ) mm&fcmizi: y*6*i**t 

Ift5 6] 

1 . -5 



R 4 x A 




COOH 



Mb 5 7 ] 




COOR 



8 



[0 0 2 2] 

EE-cay, mz.it. M&&xiz*ftb<Dfcm&mmftz.n&mR 8 Kttm*& 

3 4 ffi|EE# 20 00-3080 8 63 



1 1-2 5 2 3 



y)\,Z2-)Vm (R 8 -OH) &££M/£$i±£^£l-<fc l J> *'fctt5BHtfiftXtt-€- 

M^) ) J& ifS:Mf5Si±e^i:lcJ: *J, tt^JMItWk't £ Z. t. ^tt -5 = 

' ' [0 0 2 3] - - - - - 



i&ga (5) sa*©«3ta5fc«fcy#e.*i'«^; 

[ft 5 8] 




±sh (20) ia«©sjstt. M^tfJtis (i6) mm.<ofci&£m&tefci&&ft 
•efffrft*. 

[0 0 24] 

±IB (2 1) IB*©iRJEtt> Mx.«aTic^-r^^#-e^*)tiSo 
%8B (16) mM(DfcfoiZ£'>)'&t>tlZ>7% 



tBSE4# 2000-30808 6 3 




1 1—252334 



[it 6 0 ] 




© c x _ 4 y ;i/^p;i/ £ y u £Mtfiftj&|grd' ut v^ft^is-^ £ £ 

) , T;i/H^~h^ (#I> NaOMe. NaOEt, t-BuONa, t-BuOK, ife^Cj.^;^ 
Sfcttfe («, NaOH, KOH, „ ^tt^®^ («, ^ h 'J ^Affi, # V ?A 

3 6 ffiSE4f 2000-3080863 



i 1 —2 5 2 3 



-- - - n 'j >t ~N * ^ )\> tr n y- ^ > ; n ^ ;v ^ y 1 -s -s;-7-f m^ — - — 

P [4.3.0] 7>-5-zn>. 1 ,4 -^Ti?bfi/^n [2.2.2] 

; i,8-*?rififs/^p [5.4.0'j -'7-9>ft^if) ft^tf&ti 

tefr-V&TJV-l^-hm (M. NaOMe, NaOEt, t-BuONa, t-BuOK, teEO) 
* _hl3 (2 1) fiB«©H|iStCtev^TfflVAe>'nsat*©*tt. J»0.1~100M!* V SF 

OD^A, /flgJKJfcJfcffc** («. n-/v3r;9->, &2f) , ' 35f»»0Hfc* 

THFK ' S?if M-f^ A VzfUVto^-rto OPE) «e if ) . . *tt*i(E (M 
. T-feb— ^f^/l/A75 K (DMF). ^l/X^**^ K ( 

DMSO), DMACfcH) , ZfUh2/&mm (flU J -to* X-Z J -to. ?UAJ 
-to. AVzfUrfJ -to. n-zf$J-to. 2-* J -tot*£<Drto 

zj-tomtz& . ' smtvix^rto m. mrnvt^to. mmv^to^Eomm 

VC^Ttoirto^XTto&Z) % *m*X<rto (W. ^iC H 7;^M^f 
to&E) . i/=LVmpX-*7-to m. J/a9*J?C w 7^/l/XXf A/ftW ' 

#$J0.1~100B£|S. L< tt*&0.5~50B£|S9T?&So 

[0 0 2 5] 

_hfB (2 6) &n<DR&\*. m*.&&Ttt-txm-e*ft>*.&. 
i&SB ( 2 o ) 8b«©kjs <fc y # e> n s & 
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[ft 6 3 ] 




So 

±m (2 6) mx.«±ih (2D mm<Dfci&h:m&&Kf&£tft 

[0 0 2 6] 

±sb (i) mmofcfavmbnziZ 



3 8 
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[ft 6 4] 




, R 2 hR 3 , R 4 i:R 5 , R 2 i:R 4 ^^» R6 ^ R7 »^^^^^*<fc v ^ ] X*mtZtiZ>it 



[•ft 6 5 ] 




^Wl/TftrL^Sr^U R 2 , R 3 , R 4 fc<fcOT 5 te^n^*l*llliH\ AD^VI^ 
£V^|i3it3S*7*U R^R 2 , R 1 ^ 4 . r2 ^ r3 > R 4 £R 5 £ £liR 2 £R 4 »#£^ 

bT=bj;v> 0 ] xm2ft2><t&m&t~iz s £a>&^ mmit&ysx&v. mm a 

6) (2 1) IcSH«©jK/& IC^oT, ^rti^ti^^Mt^^^ tfBB^ 

3 9 ffifE^2 0 0 0-3 0 8 0 8 6 3 
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, T—V>mMib£B-&ZH:T, WO 9 9/3 2 1 0 0, WO 9 9/3 2 4 6 8 
. #If 1 1 - 1 7 0 3 4 5-t^^{cfB*©T^U KSI##£l^-r -5 

[0 0 2 7] 

±sB (2 6) SB«©MjSTi#!b*l65£ 
[ft6 6] 




[ft6 7] 




(WO 9 9/3 2 1 0 0, WO 9 9/3 2 4 6 8 & HfCfB«©^©ifi^E/&& 
if) iC#"tZli:JCj:oT, 5$ 



4 0 ffilE# 2 000-3 0808 6 3 




[0 0 2 8] 

o 

^tM&©iiM*5tt«*3£ (^iKiieisi) ; $p>ic^^u<tt. mmzn 
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1 1-252334 



[0 0 2 9] 
[0 0 3 0] 
[0 0 3 1] 

mmmi 

5-^n ; e-2-7;i/tn^>X7;vfiiK(20.3g)i:4-^^;vr$;g}i-^i|( 

18.4g)©DMSO/7fc(100ml/100inl)JM^C|£^ h U * A (25. 4g) o < *>JU 
X.. 105-110TCT'3.5^|^^Lfe o 50-60r(C#£PU HSlST?6N|6|ft&»TL 
, PH=31C^L^ 0 ^m^;K200ml+100ml)Tttffi^ MWM £^n:lEi&?K(40 
B11X2), *(40ml)T*Sfc#Lfc o «l»4&&'lPE(50«l)JC$g# 
U n-/\^r-th>(50ml)$:?gTbfeo #T ffi4£>£2i[J& U IPE/ n-/\^p-^> (16*1/4 

-N-*^;i/T U ^vOS&$K25.9g, JK3586X)&#fc. 

*H-NMR (CDClg, 8, 300MHz) ; 1.95(2H, tt, J=6.5, 7.4Hz), 2.38(2H, t, J=6. 
5Hz), 2.88(3H, s) , 3.17(2H, t, J=7.4Hz), 7.01(1H, d, J=8.7Hz) , 7.55(1H, 
dd, J=8.7, 2.5Hz), 7.87(1H, d, J=2.5Hz), 10.16(1H, s) . 
[0 0 3 2] 

4-(4-^d ^-2-^;i/ $ ;i/-N-^^;i/T )g&$E x^-;i/rc^^;i/©-a-^ 
4- (4->^n ^-2-* jv $ ;i/-N-* f;i/7';-;)IK(i. oog) n (o . 51 

g)CDDMF(5iiil)Jl^lCat7^X^;K0.26ml)$:linx. ^iS"e24B£fSJf b £:„ £ 

4 2 m$E#2 0 0 O - 3 0 8 0 8 6 3 




»»X^^/ (4/l))T?*MS U «^©4-(4-:/n ^-2-*;i/ ^ ;i/-N-^ f^T'J - 

^-NMRCCDClg, 8 , 300MHz) ; 1.24(3H, t, J=7.1Hz), 1.93(2H, tt, J=7.1, 7. 
7Hz), 2.30(2H, t, J=7.1Hz), 2.88(3H, s) , 3.15(2H, t, J=7.7Hz), 4.12(2H, 
q, J=7.1Hz), 7.0K1H, d, J=8.8Hz), 7.55QH, dd, J=8.8, 2.5Hz), 7.87(1H, 
d, J=2.5Hz), 10.17(1H, s). 
[0 0 3 3] 

mmms 

4 _(4-^ n fr-K-*?' * r u - y ) (i . oog) z. max y * a (o . 55 

g)(DDMF(5ml)M^?£lC*>fl:x^;i/(0. 30«l)&iD*., gfiT?10B3rlS«t$bfc. &0 

)@|^ X^;i/X^^;K0.98g. JtX^90%)$:#feo 
[0 0 3 4] 

4 _ (4 _-/ D ce-2-/J> ;i/ ^ ;i/-N-^ WJ- » (2 . OOg) £ l J ? A (1 . 01 

g)C[)DMF(10ml)^?KtCa^>fb^^;K0.46ml)$:Jn^, . M*C2l*BB«#"L/fc. £ 

^X^;P (4/1)) T'fftS U i^tl©4-(4-7*D *-2-Jft;i/ ^ /1/-N-* WJ- 

^^;i/X^^^/(1.76g, Jfcjf£84%) 
^H-NMR(CDClg, 8 , 300MHz) ; 1.94(2H, tt, J=7.2, 7.5Hz), 2.32(2H, t, J=7. 
2Hz), 2.87(3H, s) , 3.15(2H, t, J=7.5Hz), 3.66(3H, s) , 7.01(1H, d, J=8.8H 
z), 7.55(1H, dd, J=8.8, 2.5Hz), 7.87(1H, d, J=2.5Hz) , 10.17(1H, s) . 

4 3 ffi$E# 2000-308 0 863 
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[0 0 3 5] 

mnms 

7-^0^-1-^ f ;i/-2 ,3-^ t F n > X 7 1* if > -4-* >i 
4-(4-^n ; E-2-^;i/$ ;b-N-^^;i/TU — J )M%& x^;bx^^;Ko.97g)© 

mW.V^)^{2Qm\mm^20l± Y V >?Axf7- h X# y-;i/?g?lg(1.21g)$: 

KD-M>xrt*n°>-4-*;i/^>i if;vx7f;v (o.83g. 

4X^90%) 

1 H-NMR(CDC1 3 , 5 , 300MHz) ; 1.34(3H, t, J=7.0Hz), 2.84(2H, t, J=4.5Hz) , 
3.01 (3H, s), 3.22(2H, t, J=4.5Hz) , 4.25(2H, q, J=7.0Hz), 6.65(1H, d, J=8 
.9Hz), 7.26(1H, dd, J=8.9, 2.4Hz) , 7.42(1H, d, J=2.4Hz) , 7.56(1H, s) . 
[0 0 3 6] 

mmm 6 

7-^n ; E-i-^^;i/-2,3-^n KP-i-^>XTif tr y-4-%)VtfyWl oc^;i/x^ 

4-(4-yD^-2-5}>;i/^;i/-N-^^;i/T U -V )BS^(1.00g) tfimiJ V V A (0.55 
g)(?)DMF(3ml)M?KlC^I:a:^-;K0.30ml)$:Jn^> ^T*-HfcfI#L£o ifc^T 
. ^^X^;K6b1), 20%^-hU ^7iA3i^^- h X^^-;i/^(2.72g)$:in 
50T^lB#Hg^L£o 2NJS^T'*5fn^ MxfM'iffiU 

_/\^-9->/^a:^;K4/l))-e»iSL, M&U&<D7-'7U *)V-2,3-P 
t Kn-l-^>X7t*tf >-4-*)Vtf>m ifMXTA/ (0.86g, JR^83%)£ 

[0 0 3 7] 

mmm 7 

7-^fn ; E-i-^^;i/-2,3-^ti Fn-i-^>XT-^tr>-4-^;i/7jO^ 

4 4 m$E# 2000-3080863 



1 1 — 2 5 2 3 



4 _ ( 4 _ •? n ^ _ 2 -tf; ;v * ;1/ _ N _ ^f;i/7y-;) 1^ * ^ )\s X. JX 5r ;i/ (0 . 50g) © 
^^^^^;i/(10ml)^?SlC28%f- h U V&ff-^— h * * J -;Hg«(0.37g) £ 

4-#/i/jK>Bt (o.39g, flx^83%)$:#fe„ 

^-NMRCCDClg, 8 , 300MHz) ; 2.85(2H, t, J=5.1Hz), 3.00(3H, s) , 3.23(2H, 
t, J=5.1Hz), 3.80(3H, s), 6.67(1H, d, J=8.8Hz), 7.26(1H, dd, J=8.8, 2.4H 
z), 7.42(1H, d, J=2.4Hz), 7.56(1H, s) . 
[0 0 3 8] 

U F>(7.35ml)©^^(7ml)^$:24^ra)S^L,feo 6N*BI 
-fb^" h U ^^^K"epH=6tCMMbfeo *(8ml). ^th'J ?A(10.60g), 
=E-2-7;i/tn'<>Xr^ft: F(5.10g)©DMS0(25ml)?g$e£:;&nx. 105-110°C"^5 

. ^«$:IPE-egfc^> *«*J:»J2N*»ft^h-U^A*(25«l)-eJ|l|fflbfc...* 
Jg£pH=HCSS^U Mfto^^/THF^/l, 25ml X3) TfttffitU ^aM&^fD^ 
^(25«lX2)T?«fe#bfec ^aMS:3l«lbfe^ ^ U A(n- 

/\^-9->/»gfe3i^;i/(2/i->i/i))T*»igL/, itfe©4-(4-yn€-2-*;v^ 

;i/-N-^;i/Ty-^)ffi^(7.20g, lR^84%)£#£o 

^-NMRCCDClg, 5 , 300MHz) ; 0.85(3H, t, J=7.3Hz), 1.23-1. 28 (2H, n) , 1.43 
-1.48(2H, m), 1.86(2H, tt, J=7.1, 7.3Hz), 2.34(2H, t, J=7.1Hz), 3.11(2H, 
t, J=7.6Hz), 3.19(2H, t, J=7.3Hz), 7.06(1H, d, J=8.7Hz) , 7.57(1H, dd, J 
=8.7, 2.5Hz), 7.90(1H, d, J=2.5Hz), 10.22(1H, s) . 
[0 0 3 9] 
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4-(4-7a*-2-frJU$fr-Ji-7*fl/T V —S)&Wt(1.00g)t.m.Wti}V ?A(0.49 
g) ©DMF (3ml) mmWZ Mit X^;i/ (0.26ml) £#D*_. 3WC24l$|BM!li$ b£ e i^VV 
T, jBRifcS?x^^/(6«l), 20%i~hVVJ*tt5- h x# y -;W§?£(2.39g)£ 

An*., 5or:-ei.5i*w»'#pLfe. 2N^^cf : '?n^> Silxf^tSifflU >t«iS 

&*sfcbfc. ii*n^> mmw* *s viitf?vji^&(n-'\*ry->/'mm^ K (10/ 

i))T*mmh. iti©7-yn€-i-yf;M,3-i/*t KO-l-^>X7t*bf>-4- 
*^/3K>lft x^;i/X^^;P (0.83g, Jfc^8i50£#£: o 

*H-NMR (CDClg, 8, 300MHz) ; 0.96(3H, t, J=7.3Hz) , 1.28-1. 37 (5H, m) , 1.60 
-1.66(2H, m), 2.79(2H, t, J=4.4Hz) , 3. 19-3.29(4H, m) , 4.25(2H, q, J=7.2H 
z), 6.68(1H, d, J=8.9Hz), 7.23(1H, dd, J=8.9, 2.4Hz), 7.41(1H, d, J=2.4 
Hz), 7.55 (1H, s). 

[0 04 0] 

i-yn tr^-2-trn y F><D&m. 

K>(40.0g), zfUiftfyyjl/^rtL F(109.0g), ^tKESsS*-*- > y ^A( 

» 

106. OgK 20%Pd-C wet(10.0g)©it^X^-;i/(470ml)^^i?K$:4MPa©7K^#H^T 

t-ioo-c, mmm&hfc B muK^m^ ^fm^^MMh^ti^mm^^vm 

&Lt=.o &WL*mffil>. ft^T'&ffity&mmm® (72-77X1 /5mmBg)V. M^ik 
m<Dl-7u\f)\s-2-¥UV R>(56.2g, &m94%)*:mfco 

^NMR^DClg, 5 , 300MHz) ; 0.90(3H, t, J=7.4Hz), 1.49-1.61 (2H, m) , 1.97 
-2.05(2H, m), 2.40(2H, t, J=8.3Hz) , 3.25(2H,t, J=7.6Hz), 3.39(2H, t, J=7 
. 1Hz) . 

[0 0 4 1] 

i-^d tr;i/-2-bfn y F 

2KBMb*.y ^A(36.3g), ^ft-r >7^fA'7> : E-fA(9.5g)© h;i/X>(25 
0nl)I«5:f^ £Mv*&#£>*tSI§l/£ 0 |Hl^#T*2-tfny F>(5 
O.Og), ^b^n/N->(94.0g)© b)l<X->(50ml)mMZ2WmT*mTL. *<D>t$Ll 

4 6 ffiH#2 0 0 0 - 3 0 8 0 8 6 3 
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.5«rlffl«f?L/fc. ^MKl^aift. Ufc. »*«rtt*n***/*(100 

) $:#fec 

^-NMRCDgO, 5 ,300MHz) ; 0.69(3H, t, J=7.4Hz) , 1.47- 1.40(2H, m) , 1.67 
-1.60(2H, m), 2.0K2H, t, J=7.2Hz), 2.82-2.69(4H, m) . 
[0 0 4 3] 

mmmio 

4-(4-^f D ;i/-N-^D bf^T U — > )M$E<E>-£f& 

4-yntf;i/T^ >ttBfc&.8g)©DMS0/.*(46«l/40«l)*WJKCv 5-^0^-2- 
7^tn/<>X7>ft K(4 ? 06g)il^m^h U^^(6.36g)^j&n^ 6l$f5lft!tt 
»St£bfc. *(40«l)iD^, IPE #«Jife2N*»fll^b 

^;i//THF(50ml/50ml)T^aibfco £ ZlZTkM (50«1 X2)-e#jffi b 

*E-2-*/l/ ^ ^-N-^D;tT;i/T U - / )B&#K5.4g, iR^82%) 

VNMRCCDClg, 8 , 300MHz) ; 0.83(3H, t, J=7.4Hz), 1.54-1. 47 (2H, m) , 1.88 
-1.8K2H, m), 2.34(2H, t, J=7.2Hz), 3.11-3.06(2H, m) , 3.22-3. 18(2H, m 
), 7.07(1H, d, J=8.7Hz), 7.57(1H, dd, J=8.7, 2.5Hz) , 7.90(1H, d, J=2.5Hz 
), 10.22(1H, s). 

[0 04 4] 

mmmi 1 
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wtrvsmmmwCr^ wsu «iM*<3.3«i) &v>r% 5-^0^-2- 

7^0^0X7^ K(2.03g)©DMSO(20ml)^h^^-h U ^iv(4.24g)£ 
*DX.. 7W||l^Lfc 0 Mt, 7K(lGml)i:THF(10ml)^IX.. 6N£«T?pH=3.5 
Cf8Sf.L/fc. »^3l-5 L ;i/(20ml)'r-ttffi^ $ £Kfi^X^;b/THF(20nl/10ml) „ 
tiffi bfe. ^*)^^^a«^^^m*/# .(10"il/10nlX2)T^##, . 

c£ 0 lifts >j *^*7A(n-A^t>/iiif a (4/i-*2/n )vmm 

L/, ^^ft©4-(4-^n i t-2-/ft;i/*;i/-N-yD tf;pr U — /)M^(2.90g, IK^88 
[0 04 5] 

mmwi 2 

4- (4-^d ^e-2-3ts^ ^ ;i/-n-^d u x y )&& (5 . 4g) , ; mm* WM2.7 

4g) 0DDMF(25ml) {Cl^fC, Mlt^JV (1 .5ml) ^MT2mmMW L> tc 

. 7K(30mi)inx., 0®?a:^;K5Omi)r*MHSbfe 9 $e>tc> *M&»Kfc3if : ^(2SB 

SsV jjtfJVjj : 5J*(n-'\$-y-y-> n-s\3cy-y/Wm^Jls (20/l->15/l-»10/l)) 

*e »3S U ©4- (4- n ^ -2-;ft ;v ^ ;i/-N- ^ n h? ;i/ y y x y ) x^;v 

X^^K3.74g, JR^64X)S:#fc 0 

1 H-NMR(CDCl- 3 , 5 ,300MHz) ; 0.83(3fl, t, J=7.4Hz), 1.23(3H, t, J=7.1Hz), 
1.52-1.49(2H, m), 1.84- 1.79(2H, m) , 2.27(2H, t, J=7.2Hz), 3.11-3.06(2 
H, m), 3.20-3.16(2H, m) , 4.10(2H, q, J*7.1Hz) , 7.07(1H, d, J=8.7Hz), 7. 
56(1H, dd, J=8.7, 2.6Hz), 7.90(1H, d, J=2.6Hz), 10.22(1H, s) . 
[0 04 6] 

mmw 13 

7--/n ; E-i-^ , D bf;i/-2,3-^t: Kn-M>X7f t?>-4-A-M>i x^;i,x 
4-(4-^n =E-2-^>;i/^ ;i^-N-^n t?;by y xy )@&$? x^;i/xx^;K3.oog) 

4 8 aJSE#2 000-30 8 0 863 
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4g)£?iiT#. MT4«ria«#Pbfc. *#T> lN&^(10»l)T*pH= 2£ U 
' (io/i-»7/i))t?»»U ^%©7-^n^-i-^Dtf;p-2,3-^n F 

D _!-/<> X7 if tr>-4-^j;i/#>^ x^;i/X-*^/K2.34g, JR^82%)$:#fec 
1 H-NMR(CDC1 3 , 5 ,300MHz) ; 0.94(3H, t, J=7.4Hz), 1.34(3H, t, J=7.1Hz),.l. 
72-1.64(2H, m), 2.81-2.78(2H, m) , 3.25-3. 19(4H, m) , 4.25(2H, q, J=7.1 
Hz), 6.68C1H, d, J=8.9Hz), 7.22(1H, dd, J=8.9, 2.4Hz), 7.41(1H, d, J=2.4 
Hz), 7.55 (1H, s). 

[0 0 4 7] 

4- p ^e-2-* jv ^ ;i>-n-:/ a tf ;i/ 7'J-;) (4. oog) i: gtgfc* 'J ? A (2 

.02g)(Z)DMF(12»l)jl?g$ac, :j|flsx^(l.l«l) SriD*., iST6lWbfe 
0 j^T, J^^X^/^ X# 7 -/!/ 

*§?j!t(10.00g)£}igTU 60*C-emra«#bfe o *#T, lN^(50ml)^pH=2t 

b, se>(C 7KS£it^x^;i/(50ml)^ttffib£o -£;bii:£*^M£ 

*-9->/@1^x?-;i/ (io/i^7/i))T5»iSU ^%©7-yn^-i-yntf;i/-2,3 

-V\z Fn-1 -'OXTif tf >-4-#;i^>$E X^;i/XX^;M3.41g. Jfc^83%) 
[0 0 4 8] 

HdfcM 15 

^TT% 4-^>*S/X h ^rS/^n^E^Oif > (0.83g)CDTHF(2.25ml)?§?££:?iT b 
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^?A(3.4mg)&tf h U 7i- ^/fty^-f >(16mg)$:^Px., ^^T?0.5^rait# b 
fc„ 4-(4-^n s E-2-*^/$>-N-^ , D tf;i/T— U ^ )»»<0.5g)2lttJf*K* U 
(l.lg)*«*(2«l)&iDiLfc. *Dj»5S?SSgT^3.5ltia*^bfc. Sc#«l 2NSm(l 

Mic h;ux>(lOml)£fln;Ufcmu 5&liJf fc&frl*, 20fc&i&3K(7.5mlX2)T*Sfc 

:l)3|«$gU 4--(4-^h*S/X h^^7i-;b-2-^^H-^D fcT^T — V ^ ) 
Mm (0 . 5g , 4X^75 . 5X) & £ . 

^-NMRCCDClg, 6 ,300MHz); 0,.84(3H,t,J=7.4Hz) , 0.93(3H,t, J=7.3Hz) , 1.3-1.4 
5(2H,m), 1.5G-1.68(4H,m), 1.80-1. 95 (2H,m) , 2.30-2. 38(2H,m) , 3.09-3. 14(2H 
,m), 3.53-3.58(2H,m), 3.55(2H,t,J=6.7Hz) , 3.78-3.83(2H,m) , 4. 13-4. 18(2H, 
m), 6.99(2H,d,J=8.7Hz), 7.22(lH,d, J=8.5Hz) , 7.51 (2H,d, J=8.7Hz) , 7.69(1H, , 
dd,J=8.5, 2.4Hz) 7.99(lH,d,J=2.4Hz), 10.37(lH,s) 

[0 0 4 9] 
##M4 

5-(4-^"h^r2/3i ^^7i-^)-2-7^n^>X7^ft F 

T;i/^>#H^.T> V^*^tfM4.9g)&THF(270«l)CMfel£, iHf»SKfeT . 
-e % ^^ih^i/7*nt^>t*> (53.8g)tf)THF(90ml)?g#[£}jgT LTc^. 

MSt'2HWU. ttft&. -lOTCJKT-ehy^ h*S/JK9>(20.5g)©THF 
(90»l).*««:»TLfc. iMT'0.5^f«lfet, ISt'l^Wtfc. g£ 
Ift/t^s;^ A (22lmg);&t)t h y ^xn;V7jN^7W >(1.03g) £#n*-> ^?&-eo.5B# 
mmWVt=. B 5-7d : E-2-7Mn / <>X7^ft K (20g)^tlJf^^y >7A(71 
.5g)*Jg«(85«l)£iD*fc. au»aSaST^2.5l^iaJ!M¥bfc. fitffrffe* 2N«t»(45 
Oml)$:^Tb/c^ ^bfec TkMlZ h;i/X>(450ml)$:^nx.ttffiL. ^«5Uf£ 

2N^(300ml), 2N7K®Mfc^- b 'J ?AtK?§?£ (300ml X2), 20%^i&7K(300 
mlx3)T*3fc#Lfc. ^.«*K$Stt«(l*)&»';^ ^MT-20#Jg# 

^/l/=5:l)*M8U 5-(4-yh^i/if^i/7i-;i/)-2-7;i/tn/<>X7;i/ft 

.50 ffilE#2O0O- 3 0 8 0 8 6 3 
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F(28.2g,HX^90.5%) *mt~o 

h-MK(CVCl 3 , 6 , 300MHz); 0.93(3H,t,J=7.3Hz) , 1 .26-1 .46(2H,m) , 1.56-1.66( 
2H,m), 3.55(2H,t,J=6.6Hz), 3.78-3.81 (2H,m) , A. 12-4. 18(2H,m) , 7.00(2H,dd, 

- ^ 6; : 6r :2 : iHz)v-7.21(lHvdd,J^ 

7.79(lH,m), 8.02(lH,dd,J=6.5, 2.5Hz), 10.40(lH,s) 

[0 0 5 0] 
H^Jl 6 

4- [4-(4-^/ h h ^ ?/ ^ a- - ;l/)-2-^;v ^ fr-n-zfu tf;i/T- U > 1 wm.<b& 

l-^n tf;i/-2-tfn U K>(0.8g)£2N7fcMi-*- KU (6.3ml) lC?tl§?L 

, *l»ai«gT^8©lfflai*?bfc 0 '*7MR/l2H»(l«l)ft#'A*»l/fe« v 
tMJ9A(l. 34g) & #5- (4-^ b * S/ ac b * S/ 7 ai — /b) -2- 7 -n/ * n X 2/ T A* 

K(lg)©^^^AXA3}>^r^K(7.3«l)^$:i6Dx.fe= j&D«3»aST*e49«p|a 
Jf^Lfco 2N£8Kl2«l)£ili*.fclfe, 2N*K^hU-9A*jS«S:fflVx' " 

TpH3£L£o h^l>(10ilX2)'5iffiU &20fc£ife*(10pl X2)"£i5fc# 

5lj^5!j^A(n-^^iJ-2V/^3l^^=2:l)»S?U 4-(4-:/ h 3f i/X. h 3f V7 ai" 
-^-2-*;!/$ ^-N-yti tTAT-U y )»fift(0.2g,JRa(8l5X) &#fe. 
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1 . This international preliminary examination report has been prepared by this International Preliminary Examining Authority 
and is transmitted to the applicant according to Article 36. 



2. This REPORT consists of a total of . 



sheets, including this cover sheet. 



□ This report is also accompanied by ANNEXES, i.ei, sheets of the description, claims and/or drawings which have been 
amended and are the basis for this report and/or sheets containing rectifications made before this Authority (see Rule 
70.16 and Section 607 of the Administrative Instructions under the PCT). 



These annexes consist of a total of _ 



sheets. 



3. This report contains indications relating to the following items: 
Basis of the report 
Priority 

Non-establishment of opinion with regard to novelty, inventive step and industrial applicability 
Lack of unity of invention 

Reasoned statement under Article 35(2) with regard to novelty, inventive step or industrial applicability; 
citations and explanations supporting such statement 

Certain documents cited 
Certain defects in the international application 
Certain observations on the international application 
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INTERNATIONAL PRELI 



RY EXAMINATION REPORT 



V 



ational application No. 

PCT/JP00/06012 



I. Basis of the report 



1. With regard to the elements of the international application:* 
|^| the international application as originally filed 

|_j the description: 

pages • 

pages __ 

pages 



, as originally filed 



filed with the demand 



filed with the letter of 



□ 



the claims: 
pages 

pages 

pages 

pages 



, as originally filed 

. , as amended (together with any statement under Article 19 

, filed with the demand 



filed with the letter of 



□ 



the drawings: 

pages 

pages 

pages 



, as originally filed 
, filed with the demand 



filed with the letter of 



| | the sequence listing part of the description: 

pages 

pages , 

pages 



, as originally filed 

filed with the demand 



, filed with the letter of 



2. 



3. 



With regard to the language, all the elements marked above were available or furnished to this Authority in the language in which 
the international application was filed, unless otherwise indicated under this item. 

These elements were available or furnished to this Authority in the following language > - which is: 

Q the language of a translation furnished for the purposes of international search (under Rule 23.1(b)). 
| | the language of publication of the international application (under Rule 48.3(b)). 

(~) the language of the translation furnished for the purposes of international preliminary examination (under Rule 55.2 and/ 
or 55.3). . * 

With regard to any nucleotide and/or amino acid sequence disclosed in the international application, the international 
preliminary examination was carried out on the basis of the sequence listing: 

contained in the international application in written form. 

filed together with the international application in computer readable form. 

furnished subsequently to this Authority in written form. 

furnished subsequently to this Authority in computer readable form. 

The statement that the subsequently furnished written sequence listing does not go beyond the disclosure in the 
international application as filed has been furnished. 

The statement that the information recorded in computer readable form is identical to the written sequence listing has 
been furnished. 



□ 
□ 
□ 
□ 
□ 

□ 
□ 



The amendments have resulted in the cancellation of: 

1 | the description, pages „ 

1 1 the claims, Nos. . 

f I the drawings, sheets/fig - 



5. 



□ This report has been established as if (some of) the amendments had not been made, since they have been considered to go 
beyond the disclosure as filed, as indicated in the Supplemental Box (Rule 70.2(c)).** 

* Replacement sheets which have been furnished to the receiving Office in response to an invitation under Article 14 are referred to 
in this report as ''originally filed" and are not annexed to this report since they do not contain amendments (Rule 70.16 

and 70. 17). 

** Any replacement sheet containing such amendments must be referred to under item 1 and annexed to this report. 
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In terna tional application No. 

PCT/JP00/06012 



V. Reasoned statement under Article 35(2) with regard to novelty, inventive step or industrial applicability; 
citations and explanations supporting such statement 



1 . Statement 

Novelty (N) Claims . K7 __ YES 

Claims . 8-30 NO 

Inventive step (IS) Claims . YES 

Claims 1-30 NO 

Industrial applicability (IA) Claims 1-30 YES 

Claims NO 



2. Citations and explanations 

Document 1: WO, 99-32100, A2 (Takeda Chemical Industries, Ltd.), 1 July, 1999 (01.07.99) 

Document 2: WO, 99-32468, Al (Takeda Chemical Industries, Ltd.), 1 July, 1999 (01.07.99) 

Document 3: "Synthesis and renal vasodilator activity of substituted [4-alkyl(aryl)-2-oxoquinazoIin-l- 

yi]alkanoic acids," R. K. Russell et al., Eur. J. Med. Chem., 1992, Vol. 27, No. 3, pages 277-284 

Document 4: EP, 138492, A2 (Ortho Pharmaceutical Co.), 24 April, 1985 (24.04.85) 

Document 5: US; 3632636, A (American Home Products Co.), 4 January, 1972 (04.01.72) 

Document 6: EP, 237918, Al (Hoechst AG), 23 September, 1987 (23.09.87) 

Document 7: EP, 126294, Al (Duphar International Research B.V), 28 November, 1984 (28.1 1.84) 
Claims 1-7 

The subject matters of claims 1-7 do not appear to involve an inventive step in view of documents 1-7 
cited in the ISR. 

Documents 1-5 respectively describe 4-(2-acylanilino)butyric acid derivatives, and documents 6 and 7 
respectively describe a method of producing an anilinoalkanoic acid by the reaction between a 
halogenated benzene and an amincalkanoic acid. So, a person skilled in the art could have easily 
produced said butyric acid derivatives using said method. 

Claims 8-15 

The subject matters of claims 8-15 do not appear to be novel or to involve an inventive step in view of 
documents 1-5 cited in the ISR. 

Documents 1-5 respectively describe 4-(2-acylanilino)butyric acid derivatives. Furthermore, a person 
skilled in the art could have easily conceived of compounds analogous to said butyric acid derivatives as 
raw compounds of azepine compounds. 

Claims 16-30 

The subject matters of claims 16-30 do not appear to be novel or to involve an inventive step in view 
of documents 1 and 2 cited in the ISR. 

Documents 1 and 2 respectively describe a method of producing a 2,3-dihydro-l-benzazepine 
derivative by the ring closing reaction of a 4-(2-acylanilino)butyric acid derivative. Furthermore, a person 
skilled in the art could have easily produced analogous compounds similarly. 
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